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searching 
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information from the epoline Register 
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=> LI and Transdermal 

LI IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s LI and Transdermal 

15896 TRANSDERMAL 

7 TRANSDERMALS 
1589 7 TRANSDERMAL 

(TRANSDERMAL OR TRANSDERMALS) 
L2 14 LI AND TRANSDERMAL 

=> s 12 and flux 

287634 FLUX 

83322 FLUXES 
328873 FLUX 

(FLUX OR FLUXES) 
L3 0 L2 AND FLUX 

=> s 12 and "flux rate" 
287634 "FLUX" 

83322 "FLUXES" 
328873 "FLUX" 

("FLUX" OR "FLUXES") 
1960780 "RATE" 

651577 "RATES" 
2339673 "RATE" 

("RATE" OR "RATES") 
23 79 "FLUX RATE" 

("FLUX" (W) "RATE") 
L4 0 L2 AND "FLUX RATE" 



=> d L2 1-14 ibib 
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A brief review without refs. is given on dopamine agonists in therapy of 
Parkinson syndrome. The advantages of modern dopamine agonists like 



propinirol and pramipexol against levadopa and their 
neuroprotective action are discussed. 
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1991:566646 CAPLUS 
115:166646 
115:28363a, 28366a 
Transdermal delivery system for 
4,5,6, 7-tetrahydrobenzothiazole 
Zierenberg, Bernd; Herschel, Michael 
Boehringer Ingelheim K.-G., Germany 
Ger . Often. , 4 pp. 
CODEN: GWXXBX 
Patent 
German 



■ amino- 6 -propyl amino- 
Rohr, Uwe 
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AB Transdermal delivery systems for the title compds . or its ( - ) -enantiomer ( 
pramipexol) are used for the treatment of schizophrenia and 

parkinsonism (no data) . Skin patches were prepared, having a reservoir of 
pramipexol incorporated into emulsion of polyacrylate . 



=> d his 

(FILE 'HOME' ENTERED AT 09:42:48 ON 05 AUG 2008) 
FILE 'CAPLUS' ENTERED AT 09:45:03 ON 05 AUG 2008 



E THEOBALD FRANK/ AU 2 5 

LI 30 S (E3) 

L2 14 S LI AND TRANSDERMAL 

L3 0 S L2 AND FLUX 

L4 0 S L2 AND "FLUX RATE" 

L5 19 7 S "TRANSDERMAL THERAPEUTIC SYSTEMS" 

L6 0 S L5 AND PRAMIPEXOL 

L7 4 S PRAMIPEXOL 



=> s 15 and parkinsons 



L8 



415 PARKINSONS 

0 L5 AND PARKINSONS 



=> S "transdermal patch" 

15896 "TRANSDERMAL" 

7 "TRANSDERMALS" 
1589 7 "TRANSDERMAL" 

("TRANSDERMAL" OR "TRANSDERMALS") 
37097 "PATCH" 
19602 "PATCHES" 
50030 "PATCH" 

("PATCH" OR "PATCHES") 
L9 1309 "TRANSDERMAL PATCH" 

("TRANSDERMAL" (W) "PATCH") 



=> s 19 and pramipexol 

4 PRAMIPEXOL 
L10 0 L9 AND PRAMIPEXOL 



=> s L0 and "adhesive backing" 
3369 L0 
225557 "ADHESIVE" 
141191 "ADHESIVES" 
255890 "ADHESIVE" 

("ADHESIVE" OR "ADHESIVES") 
2 4577 "BACKING" 

2 72 7 "BACKINGS" 
25507 "BACKING" 

("BACKING" OR "BACKINGS") 
214 "ADHESIVE BACKING" 

("ADHESIVE" (W) "BACKING") 
Lll 0 L0 AND "ADHESIVE BACKING" 



=> s L9 and methacrylate 

2336 79 METHACRYLATE 

12352 METHACRYLATES 
236157 METHACRYLATE 

(METHACRYLATE OR METHACRYLATES) 
L12 54 L9 AND METHACRYLATE 



=> s 112 and "vinyl acetate" 
434519 "VINYL" 

605 "VINYLS" 
434695 "VINYL" 

("VINYL" OR "VINYLS") 
570571 "ACETATE" 

30047 "ACETATES" 
582952 "ACETATE" 

("ACETATE" OR "ACETATES") 
100255 "VINYL ACETATE" 

( "VINYL" (W) "ACETATE" ) 
L13 12 LI 2 AND "VINYL ACETATE" 



113 and adhesive 
225557 ADHESIVE 
141191 ADHESIVES 
255890 ADHESIVE 

(ADHESIVE OR ADHESIVES) 
10 L13 AND ADHESIVE 



=> d 114 1-10 ibib ab 
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2008:398409 CAPLUS 
148 : 434116 

Application of medicinal composition containing 
rotigotine in transdermal patch 

Wang, Shuming; Xue, Huiyong; Wang, Li; Zhang, Enhong; 
Lian, Hongjun; Shi, Xiaoyan; Chi, Guohua; Lu, Yucheng; 
Liu, Xiquan; Song, Li; Zhong, Xuying; Du, Hongguang 
Beijing Kangbeide Pharmaceuticals Co., Ltd., Peop. 
Rep. China 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 18pp. 

CODEN: CNXXEV 

Patent 

Chinese 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



CN 101147739 
PRIORITY APPLN. INFO 



20080326 



CN 2007-10118491 20070706 
CN 2007-10118491 20070706 
AB The title medicinal composition is composed of (by%) : rotigotine alkali or its 
pharmaceutically acceptable salt 1-40, acrylic pressure-sensitive 
adhesive 1-25, siloxane pressure-sensitive adhesive 

65-98, and PVP 1-10. The composition can also contain dermal penetration 
enhancer and antioxidant. The composition can be used to prepare 
transdermal patch, which contains at least a backing 

support layer, a storage layer for rotigotine, and a protective layer. 
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2008:210965 CAPLUS 
148:479760 

Multilayered transdermal preparation containing 
nonsteroidal anti-inflammatory analgesics 
Ki, Han Moe; Choi, Yang Gyu; Ah, Yeong Chang; Kim, 
Jeong Ju 

Amorepacific Corp., S. Korea; Pacific Pharma Corp. 

Repub. Korean Kongkae Taeho Kongbo, 11pp. 

CODEN: KRXXA7 

Patent 

Korean 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



KR 2008006961 A 20080117 KR 2006-66357 20060714 

PRIORITY APPLN. INFO.: KR 2006-66357 20060714 

AB The title transdermal preparation with a laminated structure comprises a 
supporting layer with elasticity as the upmost layer; a hydrophobic 
adhesive layer laminated under the supporting layer containing a 
hydrophobic adhesive and used for preventing the loss of water 
absorbed from the skin and the reverse migration of drugs; and a 
drug-containing adhesive layer laminated under the hydrophobic 
adhesive layer. The transdermal preparation provides a sealing effect 
via the hydrophobic adhesive layer and promotes drug absorption. 
The product is prepared by a simple process with reduced cost and time. 
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139:219146 

Acrylate-based pressure sensitive adhesive 
in fabrication of transdermal therapeutic system 
Tipre, Dnyanesh N.; Vavia, Pradeep R. 
University Department of Chemical Technology, 
Pharmaceutical Division, University of Mumbai, Mumbai, 
400 019, India 

Polymers for Advanced Technologies (2003), 14(7), 
502-507 

CODEN: PADTE5; ISSN: 1042-7147 
John Wiley & Sons Ltd. 
Journal 
English 

AB An acrylate-based pressure sensitive adhesive (PSA) was 

synthesized to incorporate in a design of a drug-in-adhesive 
(DIA) type transdermal therapeutic system (TTS) for nitrendipine and 
nicorandil in treatment of hypertension and angina pectoris, resp. Solns. 
of 2-ethylhexyl acrylate (EHA; 85% weight /weight ) , Me methacrylate 
(MMA; 10; weight /weight ) , acrylic acid (AA; 3% weight/weight) and vinyl 
acetate (VA; 2% weight/weight) in either Et acetate, acetone or methanol 
were polymerized under free radical conditions to synthesize the PSA. The 
effects of solvent, reaction time, initiator concentration and reaction 

temperature on 

polymerization were studied. The resultant copolymers were characterized by 
1H-NMR, IR, differential scanning calorimetry (DSC) and gel permeation 
chromatog. (GPC) and the intrinsic viscosities, refractive index, peel 
strength, moisture uptake and skin irritation potential were determined The 
PSA was used to develop DIA type patches for delivery of nitrendipine and 
nicorandil. The TTS were evaluated for thickness, weight, peel strength, 
moisture uptake, in vitro release and in vitro skin permeation through 
guinea-pig skin. The copolymer found to effectively control the rate of 
drug release and the corresponding TTSs could be successfully employed in 
transdermal delivery of nitrendipine and nicorandil. 
REFERENCE COUNT: 24 THERE ARE 24 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1999:802791 CAPLUS 
132:26879 

Transdermal patches containing 
vasodilators 

Yamamoto, Tatsuo; Utagawa, Hiroko 

Sekisui Chemical Co. Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 4 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



JP 11349477 A 19991221 JP 1998-157641 

PRIORITY APPLN. INFO.: JP 1998-157641 

AB Transdermal drug patches for long-lasting effects without 

comprise vasodilators 0.1-30 % and antipruritic substances 



19980605 
19980605 
:ausing itch, 
0.1-15 % in a 



hydrophilic polymer base. Isosorbide nitrate 15 g and crotamiton 10 g 
were added to 209.7 g of 2-ethylhexyl acrylate-hexamethylene glycol 
methacrylate-vinylpyrrolidone copolymer dissolved in EtOAc. The 
mixture was applied onto a polyester film and dried. The resulting film was 
laminated on a polyethylene terephthalate/ethylene-vinyl 



acetate film to give a tape. 
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1998:414876 CAPLUS 
129 : 72227 
129:14875a, 14878a 

Transdermal drug delivery system for the treatment of 
heart diseases 

Cordes, Gunter; Santoro, Antonino; Setnikar, Ivo 

Rotta Research B.V., Neth. 

PCT Int. Appl., 2 7 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



DATE 



APPLICATION NO. 



DATE 



WO 9825591 A] 
W: BG, CZ, HU, KR, 



RW: AT, BE, 



CH, DE, 

Al 

CH, DE, 



EP 944384 
EP 944384 



19980618 WO 1997-EP6892 19971210 

MX, PL, RO, RU, SI, SK, UA 

DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, 

19980805 EP 1996-119801 19961210 

DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 



19990929 
20020313 



EP 1997-952048 



19971210 



AT 214271 
PT 944384 
ES 2138945 
PRIORITY APPLN. INFO. 



AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, NL, SE, PT, IE, FI 



20020315 
20020628 
20021001 



AB 



The 



roglyci 



(NG) 



rmal d: 



AT 1997-95204 
PT 1997-952048 
ES 1997-952048 
EP 1996-119801 
WO 1997-EP6892 
ug delivery syste 



19971210 
19971210 
19971210 
19961210 
19971210 
the delivery 



the following three 

layers: (1) a drug-free backing layer; (2) an optionally crosslinked 
acrylic adhesive layer having a content of NG and optionally a 
tackifying agent; and (3) an optionally crosslinked acrylic 
adhesive layer having a content of NG and a tackifying agent; and, 
in addition, a release liner. A sheet prepared from a mixture containing 
2-ethylhexyl acrylate-glycidyl methacrylate-hydroxyethyl 
acrylate-vinyl acetate copolymer 83.67, polybutyl 

titanate 0.61, Celolyn 21E 3, and NG 20 kg and a sheet prepared from a mixture 
containing 2-ethylhexyl acrylate-glycidyl methacrylate-hydroxyethyl 
acrylate-vinyl acetate copolymer 22.35, polybutyl 

titanate 0.072, Celolyn 21E 0.31, and NG 5 kg were pressed against each 
other to give a laminate composed of a backing foil. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1998:135893 CAPLUS 
128:248614 
128:49133a, 49136a 

Pressure-sensitive medical adhesive 
compositions containing acrylic copolymers and 
aliphatic alcohols 
Udagawa, Hiroko 

Sekisui Chemical Co. Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 6 pp. 
CODEN: JKXXAF 



DOCUMENT TYPE: Patent 

LANGUAGE: Japanese 
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PATENT NO. 
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APPLICATION NO. 



DATE 



JP 10057468 
JP 3792305 
PRIORITY APPLN. INFO.: 



JP 1996-221283 



19960822 



19980303 
20060705 

JP 1996-221283 19960822 
The compns. contain 80-99.5 weight% copolymers of 2-ethylhexyl 
methacrylate (I) with C6-16 alkyl (meth) acrylate, where content of 
I is 40-90 weight%, and 0.5-20 weight% aliphatic ales. The compns. show low 
skin-irritating action. A PET film was coated with a composition containing 
dodecyl methacrylate-2-ethylhexyl methacrylate 

-2-ethylhexyl acrylate-hexanediol dimethacrylate copolymer (preparation given) , 
indomethacin, cetyl ale, iso-Pr myristate, Si02, and AcOEt, and the 
adhesive layer was supported on a polyester /ethylene-vinyl 
acetate copolymer film to give a transdermal 
patch with low skin irritation. 
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1997:134863 CAPLUS 
126 : 148516 
126:28651a 

Transdermal patches comprising 

pressure-sensitive polyacrylate adhesive 

crosslinked with aluminum acetylacetonate and a drug 

having a reactive aromatic hydroxyl group 

Li, Chunhua; Schonfeld, Edward; Chu, Tara; Chiang, 

Chia-Ming 

Cygnus, Inc., USA 

PCT Int. Appl., 8 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



WO 9640087 
WO 9640087 



19961219 
19970130 



APPLICATION NO. 



WO 1996-US8492 



AL, AM, AT, AU, AZ, 



BY, CA, CH, CN, CZ, DE, DK, EE, 



ES, FI, GB, GE, HU, IL, IS, JP, KE, KG, KP, KR, KZ, LK, LR, LS, 
LT, LU, LV, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, 
SG, SI 

RW: KE, LS, MW, SD, SZ, UG, AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, 
IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, CM, GA, GN, ML 

AU 9660326 A 19961230 AU 1996-60326 19960603 

PRIORITY APPLN. INFO.: US 1995-484294 A 19950607 

WO 1996-US8492 W 19960603 

AB Non-yellowing organic solvent-based pressure-sensitive polyacrylate 
adhesives which have good cohesive strength and cold flow 
properties and are useful in fabricating transdermal drug delivery 
patches, are made from an polyacrylate crosslinked with aluminum 
acetylacetonate (I) and combined with a drug, such as estradiol, that has 
a reactive aromatic hydroxyl group. Duro-tak 87-2287 (2-ethylhexyl 
acrylate-glycidyl methacrylate-hydroxyethyl acrylate- 
vinyl acetate copolymer) was mixed with I and 

17p-estradiol . The mixture was cured at 900° for 2 min and cast 



onto a release liner. A transdermal patch was 

obtained by assembly with a backing layer and skin flux tests were carried 
out. The adhesive layer of the patch remained uncolored after 
storage at 450° for 3 mo. 
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1994:517704 CAPLUS 
121:117704 
121:21085a, 21088a 

Transdermal therapeutic system for administration of 
physostigmine to the skin, and its manufacture 
Deurer, Lothar; Hille, Thomas; Profitlch, Thomas; 
Stanislaus, Fritz; Walter, Kersten 

LTS Lohmann Therapie-Systeme GmbH und Co. KG, Germany; 

Klinge Pharma GmbH 

Ger., 10 pp. 

CODEN: GWXXAW 

Patent 

German 



PATENT NO. 



KIND DATE 



DE 4238223 
CA 2147274 
CA 2147274 
WO 9410999 



19940526 
19940526 
20051213 
19940526 



APPLICATION NO. 



DE 1992-4238223 
CA 1993-2147274 



WO 1993-EP2970 



19921112 
19931027 



W: 



RW: AT, 
AU 9453385 
AU 684256 
EP 667774 
EP 667774 



AU, CA, CZ, FI, HU, JP, KR, NO, NZ, PL, RU, SK, UA, US 



CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 



JP 08502986 
JP 3407073 
HU 72963 
AT 156356 
ES 2105334 
PL 172999 
RU 2108812 
CZ 284008 
SK 280185 
LV 10749 
IL 107547 
ZA 9308413 
CN 1088457 
LT 3107 
FI 9502269 
NO 9501864 
NO 306760 
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19940608 
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19950823 
19970806 
ES, FR, 
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20030519 
19960628 
19970815 
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AU 1994-53385 
EP 1993-923558 
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JP 1994-511649 

HU 1995-1390 
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PL 1993-308531 
RU 1995-113504 
CZ 1995-1244 
SK 1995-593 
LV 1993-1204 
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ZA 1993-8413 
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NO 1995-1864 

DE 1992-4238223 
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MC, NL, PT, 
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19931027 
19931027 
19931105 
19931109 
19931111 
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19950510 
19950511 

A 19921112 
19931027 



W 



AB The title transdermal dosage form comprises (a) an impermeable backing 
layer, (b) an adhesive reservoir layer containing 40-90 weight% 
acrylate or methacrylate polymer material, 0.1-20 weight% 

physostigmine (salt), and 0.1-40 weight% OH group-containing plasticize: 
value 1.1-12.0), and (c) a detachable protective layer. Physostigmine 
not hydrolyzed by this combination of polymer and plasticizer. Thus, a 
solution of 2-ethylhexyl acrylate/vinyl acetate/acrylic 



acid copolymer 67, dimethylaminoethyl methacrylate/neutral 
methacrylate ester copolymer 10, physostigmine 8, and 1-hexanol 
(plasticizer ) 15 parts in organic solvent was spread on an alumini 
siliconized polyethylene film, dried at 60°, and covered with 
polyester film. The adhesive strength of the product was 9.89 
N/16 cm2. 
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1992:11230 CAPLUS 

116:11230 

116 : 1983a, 1986a 

Anti-inflammatory and analgesic transdermal 
patches containing piroxicam and acrylic 
adhesives 

Maeda, Minoru; Ochi, Masato; Kozen, Hiroyuki 

Maeda Yakuhin Kogyo Co., Ltd., Japan; Matsui Seiyaku 

Co., Ltd. 

Jpn. Kokai Tokkyo Koho, 7 pp. 

CODEN : JKXXAF 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



JP 03109327 A 19910509 JP 1989-244970 19890922 

PRIORITY APPLN. INFO.: JP 1989-244970 19890922 

AB The title patches with good bioavailability contain piroxicam (I) and 
noncrosslinked acrylic polymers as adhesive bases. I 1.67, 
diisopropanolamine 0.83, polyethylene glycol monolaurate 1.50, and 
noncrosslinked Bu acrylate-methacrylic acid copolymer emulsion 186.40 g 
were mixed, coated on a polyethylene film, dried, and applied on a liner 
to give a controlled-release patch. 
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1989:141546 CAPLUS 
110:141546 
110:23253a, 23256a 

Pharmaceutical patches containing a storage reservoir 
for active agents and a skin-side reservoir matrix 
Hoffmann, Annegrete 

Lohmann G.m.b.H. und Co. K.-G., Fed. Rep. Ger . 

Ger. Of fen., 9 pp. 

CODEN: GWXXBX 

Patent 

German 



PATENT NO. 


KIND 


DATE 




APPLICATION NO. 


DATE 


DE 3629304 


Al 


19880324 




DE 1986-3629304 


19860828 


DE 3629304 


C2 


19890330 








WO 8801516 


Al 


19880310 




WO 1987-DE372 


19870820 


W: AU, 


DK, FI, HU, JP, 


■ KR, NO, 


US 






AU 8778035 


A 


19880324 




AU 1987-78035 


19870820 


AU 606885 


B2 


19910221 








EP 261402 


Al 


19880330 




EP 1987-112103 


19870820 


EP 261402 


Bl 


19920318 








R: AT, 


BE, CH, DE, ES, 


FR, GB, 


GR, 


, IT, LI, LU, NL, SE 





JP 01503706 
JP 2763773 
HU 56493 
HU 204701 
AT 73677 
ES 2030026 
DD 274975 
CZ 277739 
SK 277842 
ZA 8706388 
CA 1312800 
IL 83668 
PL 161466 
NO 173168 
NO 173168 
DK 8802700 
DK 175077 
FI 95539 
FI 95539 
NO 9102851 
NO 302102 
US 6110488 
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US 6126963 
US 6224900 
US 6264977 
US 37934 
PRIORITY APPLN 
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19891214 
19980611 
19910930 
19920228 
19920415 
19921016 
19900110 
19930317 
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19880427 
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19930513 
19930630 
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A transdermal patch comprises a depot containing the 
active agent, a distribution device for the active agent, and an 
adhesive device. The distribution device comprises >1 sep. 
storage reservoirs that contain higher concns. of active agent than the 
skin-side reservoir. A self-adhesive composite containing 2.0825 kg 
self-crosslinking polymerizable mixture of 2-ethylhexyl acrylate, 
vinyl acetate, acrylic acid, and Ti chelate ester in a 
mixture of AcOEt, EtOH, hexane, and MeOH was mixed with 147 g 
dimethylaminomethyl methacrylate-methyacrylate copolymer (I) and 
20 g C8-10 triglycerides, and this was applied to a sheet of Al foil, the 
solvent was evaporated and coated a bilaterally adhesive protective 
foil. Circular patches with 65 mm diameter were punched out of this 
composite and their centers were laminated with a cellulose-cotton fabric 
with 40 mm diameter Containers filled with a mixture of 140 g nicotine (102 
mg/dose) and 100 g I were covered with these patches; this composite was 
coated with a nicotine-impermeable polyester-coated Al foil and packaged 
in paper pouches. 
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ACCESSION NUMBER: 2000:799314 CAPLUS 

DOCUMENT NUMBER: 134:183411 

TITLE: Pharmaceutical development and characteristics of a 

new glyceryl trinitrate transdermal 
patch 

AUTHOR (S) : Santoro, Antonino; Rovati, Lucio C . ; Lanzini, Roberto; 

Setnikar, Ivo 

CORPORATE SOURCE: Department of Development and Regulatory Affairs, 

Rotta Research Laborator ium, Monza, Italy 

SOURCE: Arzneimittel-Forschung (2000), 50(10), 897-903 

CODEN: ARZNAD; ISSN: 0004-4172 

PUBLISHER: Editio Cantor Verlag 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB The pharmaceutical development and characteristics of the new glyceryl 
trinitrate (GTN) transdermal patch Epinitril (EPI) are 
described. EPI is a thin (0.096 mm), transparent patch, with GTN 
uniformly dissolved in a monolayer pressure-sensitive acrylates vinyl 
acetate copolymer adhesive matrix. The patch provides an intense 
flux rate of GTN through the skin (33 ng/cm2/h) . 

This is the result of the high concentration of GTN in the matrix (39.3% 
weight /weight) 

and of its thinness (0.033 mm), which elicit a high thermodn. activity of 
GTN on the surface of the skin, promoting its absorption. EPI was 



developed in 3 strengths with release rates of 5, 10 and 15 mg GTN in 24 
h, to allow the adaptation of the dose to the needs of the individual 
patient. During development, different tests were used to evaluate in 
vitro the release of GTN, i.e., the disk assembly dissoln. test, the 
artificial membrane-controlled dissoln. test and the diffusion test 
through the stratum corneum and epidermis of human skin. None was able to 
provide a reliable in vitro-in vivo correlation of the performance of the 
investigated patches. The tests, however, are useful to evaluate the 
effects of formulation changes during pharmaceutical development. For its 
small size, thinness, flexibility, transparency, easiness of application 
and of removal and for its good tolerability , EPI is very patient 
friendly, a quality that improves the compliance with the long-term 
therapeutic courses needed in angina pectoris. 
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TITLE: A therapeutic dose of primaquine can be delivered 

across excised human skin from simple 
transdermal patches 

AUTHOR(S): Jeans, C. W.; Heard, C. M. 

CORPORATE SOURCE: Welsh School of Pharmacy, Cardiff University, Cardiff, 

UK 

SOURCE: International Journal of Pharmaceutics (1999), 189(1), 

1-6 

CODEN: IJPHDE; ISSN: 0378-5173 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB This work investigated the permeation of primaquine across full-thickness 
excised human skin from two acrylate transdermal adhesives. Primaquine 
base was formulated with National Starch 387-2516 and 387-2287 to provide 
aluminum foil-backed 1-cm diameter patches, each loaded with 10 mg drug. 
Other patches were prepared that included Migliol 840 as a potential 
penetration enhancer. The patches were applied to cadaver skin in 
Franz-type diffusion cells and the permeation of primaquine determined over , 
24-h period. Relatively high fluxes were found, the highest being from 
those formulations lacking the Miglyol 840: 5.68+10-2 mg cm-2 h-1 
from 387-2516; 4.94+10-2 mg cm-2 h-1 from 387-2287. A simple patch 
with a diameter of «13 cm2 could deliver a therapeutic in vivo dose, 
with possibilities for the treatment and prophylaxis of Plasmodium vivax, 
P. ovale and P. falciparum forms of malaria. The presence of Miglyol 840 
failed to produce the anticipated enhancing effect: flux 
rates that were approx. halved. These results could to a certain 
extent be rationalized in terms of thermodn . activity. 
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Transdermal patch and method for 
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Cygnus, Inc., USA 

U.S., 6 pp., Cont.-in-part of U.S. Ser. No. 517,263, 
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AB Compns. and methods for preventing ovulation in a woman are provided, as 
well as compns. and methods for female hormone replacement therapy. The 
compns. can be administered by the use of a transdermal 
patch. The patch will administer 17-deacetyl norgestimate (I) 
alone or in combination with an estrogen such as ethinyl estradiol (II) to 
women via an adhesive matrix of a silicone and/or polyisobutylene . Mixts. 
of Duro-Tak 87-2287, 0.26% aluminum acetylacetonate crosslinker, 6% I, 1% 
II EE, 2% thioglycerol, and 4% oleic acid were prepared These mixts. were 
cured and cast as a 100 n thick (wet) layer onto a 3M 1022 polyester 
backing and dried. Skin flux tests were carried out on the resulting 
assemblies. The flux rate for I and II was 0.30 and 
0.061 |ug/cm2/h, resp. 
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HU 2000000615 A2 20001028 HU 2000-615 19980113 

HU 2000000615 A3 20010328 
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AB A transdermal therapeutic system for use on the skin or mucous membranes 
comprises an active agent in the form of a solid dispersion in an inert 
carrier, combined with >1 water structure-breaking agent and/or 
>1 water structure-reinforcing agent in a common matrix. The water 
structure-breaking agent is a carboxamide (e.g. urea, nicotinamide, 
succinamide, AcNHMe) which provides a relaxation time of >120 ms . The 
water structure-reinforcing agent is a polyol (e.g. glycerin, ethylene 
glycol, propylene glycol, sugar ale.) which provides a relaxation time of 
preferably <80 ms . When used in combination to provide a precise 
flux rate across the skin, the structure-breaking and 

-reinforcing agents are preferably in a ratio of (2:1)-(1:2). Thus, a 
0.5% testosterone hydrogel containing testosterone 0.500, gel matrix-forming 
agent 0.500, solubilizer 1 (not specified) 0.500, solubilizer 2 (not 
specified) 46.875, and H20 to 100.00 g permeated through cow udder skin 
(thickness 1.2 mm) at 3.1 |ug/cm2/h. Corresponding hydrogels addnl. 
containing nicotinamide (0.5 mol/kg) , lactose (45 g/kg) as a solid dispersion, 
or nicotinamide + lactose showed permeation rates of 5.5, 7.4, and 11.8 
|ug/cm2/h, resp. 
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Soon-Hoe; Kim, Won-Bae 
CORPORATE SOURCE: College of Pharmacy, Biological Rhythm and Controlled 

Release Laboratory, Kangwon National University, 

Chuncheon, 200-701, S. Korea 
SOURCE: International Journal of Pharmaceutics (1997), 159(1), 
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CODEN: IJPHDE; ISSN: 0378-5173 
PUBLISHER: Elsevier Science B.V. 



DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A new synthetic capsaicin analog (CA) modified with 4-hydroxyl and alkyl 

chain of capsaicin was synthesized as a potent anti-inflammatory analgesic 
drug and is now on clin. trial in Korea. The purpose of this study was to 
investigate the percutaneous absorption and histopathol. of a 
poloxamer-based formulation of CA. A poloxamer-based gel was prepared by 
cold method using poloxamer 407. Vertical Franz type diffusion cells were 
used for skin penetration of drug against receptor phase filled with about 
10 mL of 0.9 isotonic saline at 32°C. The concentration of drug was determined 
by the reverse phased HPLC (C18, Symmetry®) with f luorometeric 
detector. Total amount of CA free base permeated was higher than that of 
the CA salt form. Percutaneous absorption of CA was greatly enhanced in 
ethanol and PG than that in water, 2-hydroxypr opy-p-cyclodextr in and 
PEG400. As ethanol concentration increased, percutaneous absorption greatly 
increased. The flux rate of CA increased slightly 

when PG was added to ethanol solution The marked enhancing effect of the 5 
fatty acid IPM in cosolvents was also noted on the percutaneous absorption 
of a poloxamer-based formulation of CA. Addition of 5 OA and 5 LA into the 
gel containing 5 IPM resulted in a slight increase in skin permeation. No 
significant difference in skin permeation was observed as a function of 
poloxamer content (20, 25 and 30) . The buffer system of 30 
poloxamer-based gel slightly changed the cumulative amts. of CA penetrated 
for 24 h. The flux of poloxamer-based gels increased linearly as the drug 
concentration increased. There was a variation of percutaneous absorption of 

the 

drug, depending on the species used. The flux of a poloxamer-based 
formulation of CA was the highest in case of hairless mice but the lowest 
in hamsters. No skin erythema and histopathol. changes were observed on the 
dorsal site of hairless mice in six groups after a week or two months 
application, suggesting no skin toxicity of the poloxamer-based gel. 
Based on these findings, the current poloxamer-based formulation appears 
useful in the systemic delivery of CA as topical or transdermal 
patch formulations. 
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Kinetics of a novel patch for tr, 
of 17-p-estradiol 
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Schwerpunkt, Germany 

Zentralblatt fuer Gynaekologie (1995), 
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Barth 
Journal 
German 

A novel patch containing 17-p-estradiol (I) exhibits improved kinetic 
profiles compared to the currently available leading transdermal product. 
The blood concns. produced by the newly developed matrix patch are stable 
over 3 to 4 days, thus avoiding the occurrence of I peaks in the blood. 
In an addnl. clin. study an almost linear relation was identified between 
the patch size (test patch: 7.25, 14.5 and 29.0 cm2 ) and the I 
bioavailability (based on AUC, cmax, cave, cmin) . These results are 
corroborated by the addnl. in vitro expts. An almost constant drug delivery 
rate of 48 |ug/day of I per 13.85 cm2 patch over 4 days can be detected 
through excised human skin. No statistically significantly different 



transdermal flux rates of I were detected in 3 

different batches of the transdermal drug delivery system in vitro. 
Statistical evaluations were performed with the 3-way-Anova test on the 
0.05 significance level. This newly developed product presents a 
kinetically optimized transdermal I patch for hormone substitution 
therapy . 
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AB A transdermal delivery system for vasoactive substances contains a liquid 


silicone rubber 30- 


70, a vasoactive 


substance 5-25, a 


gelling agent 


0.1-2.0, a material 


which 


swells as 


water is absorbed 


from the stratum 



corneum 2-15, and a mixture containing solvents, viscosity reducers, and skin 
penetration enhancers 5-35% by weight A polymer matrix was prepared by curing 
a mixture containing 10% nitroglycerin on lactose 11, iso-Pr myristate 15, 
dodecyl ale. 6, liquid silicone rubber 27, colloidal Si02 1, and Na starch 
glycollate 7 g at 60° for 2.5 h. In a Franz cell assay the above 
composition was applied to the excised skin of hairless mice which was mounted 
between the compartments of a diffusion cell. The average flux 
rate for nitroglycerin was 27.244 |ng/h/cm2. The patches are 
stored in sealed Al pouches until use. 
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A review. Schwarz Pharma AG, under license from Aderis Pharmaceuticals 
Inc, is developing rotigotine CDS, a once-daily transdermal 
patch formulation of rotigotine, which is a naphthol-derived 
selective D2 dopamine agonist, for the potential 
treatment of Parkinson's disease and restless legs syndrome. 
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OTHER SOURCE (S): MARPAT 
AB The present invention makes 



139:57970 

available methods and reagents for enhancing 



and/or restoring long-term memory function and performance. A 
pharmaceutical kit comprising one or more amphetamine compds . in an amount 
sufficient to enhance long-term memory in a patient, a pharmaceutically 
acceptable carrier, and instructions describing the use for the 
formulation for enhancing memory are disclosed. 
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OTHER SOURCE(S): MARPAT 136:330587 

AB The invention relates to the use of a dopamine agonist 

in the form of an agent, comprising at least two phys . sep. 
which one is a transdermal therapeutic system (TTS), contai 



compns . , 
ling the 



dopaminergic agent and one or several other compns. containing the same 
dopaminergic agent and suitable for oral and/or parenteral administration. 

The compns. are suitable for the individually dosed and controlled 
treatment of dopaminergically treatable diseases with the following 
elements: (a) the TTS is continuously applied, (b) within the duration of 
application in (a) the composition for oral or parenteral dosage is 
administered. The preparation of transdermal patches is 

described along with the measurement of their percutan flux. Examples of 
tablets and parenteral compns. are given; the application to Parkinson's 
disease patent is reported. 
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Inhibitors of monoamine oxidase used in combination with an addictive 
substance, or a pharmacol. derivative or analog thereof, are useful for the 
treatment of substance addiction disorders. In particular, the invention 
discloses compns., and methods of use thereof, comprising selegiline and 
nicotine for the treatment of cigarette smokers wishing to abstain. The 
compns. and methods of use thereof include oral, inhalant, parenteral and 
transdermal patch modes of therapy, whereby the subject 
benefits from the combined effects of a monoamine oxidase inhibitor in 
combination with an addictive substance, or derivative thereof. Combination 
therapy with selegiline and nicotine was more effective than either drug 
alone . 
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AB A transdermal patch was developed to circumvent the 

emesis associated with the oral and i.v. administration of a dopamine 
agonist, quinelorane (I), to dogs. Approx. steady-state plasma 
concns. were achieved following the daily application of a 
transdermal patch for 7 days. Each dog received between 
0.1 and 0.2 mg/kg per day from the transdermal patch. 

At steady-state conditions, dogs received either a single oral dose of 
14C-I at 0.1 mg/kg, a bolus i.v. dose of 0.03 mg/kg or had a 
transdermal patch containing the radioactive free base, 
14C-dI, applied to their abdomens for 24 h; the approx. dose was 0.18 
mg/kg. The plasma pharmacokinetics were measured by liquid scintillation 
counting and ELISA. The systemic bioavailability of I, as measured by the 
ELISA, was 30%, indicative of first-pass metabolism The radioactive urinary 
metabolite profile was similar for all three routes of administration. 
Principal entities in the urine were I, the N-despropyl- and the 
hydroxy-lactam- metabolites, accounting for 29, 25 and 3% of the dose, 
resp. The major route of excretion of radioactivity was via the urine, 
irresp. of the route by which the drug was administerred . 
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AB A transdermal delivery system for 
propyl-2H-naphth [1, 2-b] -1, 4-oxazi 
Parkinson's disease comprises (1) 
impermeable to the drug, (2) a dr 
essentially of I and glycerol 



19890602 



US 1988-202088 A 19880602 

(4a-R-trans) -3, 4, 4a, 5, 6, 1 0b-hexahydro-4- 
i-9-ol (I), useful in the treatment of 
a backing member which is substantially 
ig reservoir member consisting 
i solid state matrix of cured silicone 



elastomer, (3) a rate-controlling membrane, and (4) an adhesive. The 
system delivers I at 2-20 ng/cm2/h to produce steady state plasma 
levels over an extended period of time. A dispersion of 2.13 g I and 
21.34 g glycerol was mixed with 85. 2g uncured silicone elastomer and 
dispensed between a cellulose triacetate backing sheet and a 1.5 mil 
polydimethylsiloxane rate-controlling membrane. The membrane-drug 
reservoir matrix assembly was hand-drawn and cured at 70° for 1.5h. 
An adhesive-coated impermeable backing was hand-laminated to the cured 
drug reservoir on the opposite side of the rate-controlling membrane and 
patches (5 cm2 in size) were die-cut from the laminated sheets. An in 
vitro diffusion rate of I was 18.6 ng/cm2/h. 
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